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Art Unit: 1656 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1.17(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1.17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on October 
3, 2005 has been entered. 

The application has been amended as requested n the communication filed 
October 3, 2005. Accordingly, claims 1 and 19 have been amended; and new claim 30 
has been added. 

Claims 1-10, 14, and 16-30 are under consideration as they pertain to SEQ ID 
NO: 52. 

The following is a quotation of the appropriate paragraphs of 35 U.S.C.. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless -- 

(e) the invention was described in a patent granted on an application for patent 
by another filed in the United States before the invention thereof by the applicant 
for patent, or on an international application by another who has fulfilled the 
requirements of paragraphs (1), (2), and (4) of section 371(c) of this title before 
the invention thereof by the applicant for patent. 

The changes made to 35 U.S.C. 102(e) by the American Inventors Protection Act 
of 1999 (AIPA) and the Intellectual Property and High Technology Technical 
Amendments Act of 2002 do not apply when the reference is a U.S. patent resulting 
directly or indirectly from an international application filed before November 29, 2000. 
Therefore, the prior art date of the reference is determined under 35 U.S.C. 102(e) prior 
to the amendment by the AIPA (pre-AlPA 35 U.S.C. 102(e)). 

Claims 1-10, 14, and 16-29 are rejected under 35 U.S.C. 102(e) as being 
anticipated by U. S. Patent 6,583,108 (Tamburini etal). 

The '108 patent teaches the human bikunin of SEQ ID NO: 52, see the bottom of 
column 2. The human bikunin of SEQ ID NO: 52 is identical to that of SEQ ID NO: 52 of 
the instant application, and its use in the treatment of emphysema, an obstructive lung 
disease (COLD), (claims 1, 14, and 16-19), see column 15, second paragraph. The 
"108 patent teach the formulation of the human bikunin into a pharmaceutical 
composition including aerosol and dry powder inhaler (claims 2-10 and 20-28), see from 
the second paragraph at column 20 through line 25 of column 21. In addition, the 
patent teaches the expression of SEQ ID NO: 52 in SF9 cells and characterization of a 
soluble placental bikunin which is glycosylated (claim 29), see example 9, starting at the 
bottom of column 45. 
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In response to the above rejection, applicants argue that the reference teach the 
treatment of ARAD which is not is not COLD, and that the reference is not enabling for 
the claimed invention. 

Applicants' arguments filed 10/3/05 have been fully considered, but they are 
found unpersuasive. The examiner agrees that ARAD is not COLD, but the '108 patent 
teaches specifically the use of the human bikunin of SEQ ID NO: 52 for the treatment of 
emphysema, an obstructive lung disease (COLD), (claims 1, 14, and 16-19), see 
column 15, second paragraph. While the '108 patent does not use the phrase 
"accelerating the rate of mucociliary clearance", carrying the therapeutic method 
described in '108 patent will result in "accelerating the rate of mucociliary clearance". 
The '108 patent is fully enabling disclosure for making the pharmaceutical composition 
containing the human bikunin and its use for treatment of emphysema. Thus, the 
reference anticipates the claimed invention. Since a single reference anticipate the 
claimed invention, the rejection remains proper 

The following is a quotation of 35 U.S.C. 103 which forms the basis for all 
obviousness rejections set forth in this Office action: 

A patent may not be obtained though the invention is not identically disclosed or 
described as set forth in section 102 of this title, if the differences between the 
subject matter sought to be patented and the prior art are such that the subject 
matter as a whole would have been obvious at the time the invention was made 
to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was 
made. 

Subject matter developed by another person, which qualifies as prior art only 
under subsection (f) or (g) of section 102 of this title, shall not preclude 
patentability under this section where the subject matter and the claimed 
invention were, at the time the invention was made, owned by the same person 
or subject to an obligation of assignment to the same person. 

This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103, tha examiner presumes that the subject matter of the 
various claims was commonly owned at the time any inventions covered therein were 
made absent any evidence to the contrary. Applicant is advised of the obligation under 
37 C.F.R. 1.56 to point out the inventor and invention dates of each claim that was not 
commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of potential 35 U.S.C. 102(f) or (g) prior art under 35 U.S.C. 
103. 

Claims 1-10, 13, and 16-30 are rejected under 35 U.S.C. 103 as being 
unpatentable over Delaria et a/. (J. Biol. Chem. 1997, 272 (18), 12209-12214) in view of 
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the state of the art as exemplified by Rasche et aL [IDS, paper number 16, reference 
number 7, Medizinische Klinik, 72 (5), 145-160 (1975), see English translation filed 
1/9/03], Fritz et aL (U. S. Patent 5,407,915), O'Riordan et aL (IDS: Am. J. Respir. Crit. 
Care Med Vol. 155, pp. 1522-1528), and WO9309233 ('233). 

Delaria et aL teach the expression in SF9 cells and characterization of a soluble 
placental bikunin, having N-terminus sequence ADRER- and 170 amino acid residues 
corresponding to SEQ ID NO: 52 of the instant application, see the abstract and page 
1221 1 , the first two paragraph of the result section. Also, they teach the 1 70 amino acid 
residue protein contains two Kunitz-type domains corresponding to residues 7-64 and 
102-159. Table 1 on page 12213 shows the inhibition constants for bikunin of SEQ ID 
NO: 52, two polypeptide corresponding to the two Kunitz domains of bikunin, and 
aprotinin inhibition of various serine proteases. The results indicate that bikunin and its 
Kunitz fragments are potent inhibitors of serine proteases. It should be noted that 
bikunin1-170 is expressed in SF9 insect cells, and therefor is expected to be 
glycosylated. Delaria et aL do not teach the use of bikunin1-170 in the treatment of any 
diseases or conditions. 

Rasche et aL teach the use of aprotonin, a Kunitz-type serine protease inhibitor, 
isolated from bovine organs and formulated in a commercially available pharmaceutical 
composition known as TRASYLOL in the treatment of chronic obstructive bronchitis. 
TRASYLOL inhibits the symptoms of the disease and is well tolerated by patents; see 
English version filed 1/9/03, the abstract, and page 8, second and third paragraph. 
Also, they teach the administration of aprotinin by inhalation to the lungs; see the first 
paragraph at page 2. 

Fritz et aL teach the desirability of low molecular weight human protein having a 
Kunitz-type domain for the treatment of diseases related to excess activity of neutrophil 
elastase such as emphysema which is an obstructive lung disease (COLD), also known 
as obstructive pulmonary disease (COPD); see column 1, lines 24-62. They teach a 
human inter-otrypsin inhibitor ITI (bikunin) that differs from the bikunin of the instant 
application. Said inhibitor contains two Kunitz domain corresponding to residues 22-77 
and 78-147 each of which is capable of inhibiting serine proteases, see the paragraph 
bridging column 1 and 2. Also, they teach various analogs of bikunin and its Kunitz 
domains that are specific inhibitors, see examples 1-5, and the formulation of the 
inhibitors into pharmaceutical compositions, see from column 4, line 37 through column 
6, line 48, in particular column 5, lines 40-46. 

\. 

O'Riordan et aL teach that antigen-induced bronco constriction is associated with 
impairment of mucociliary clearance, and the contribution of neutrophil elastase to the 
development to the development of such a condition, see the first paragraph after the 
abstract. 
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WO9309233 ('233) patent document teach the use of Kunitz type serine protease 
inhibitor for the treatment of cystic fibrosis; see pages 29, lines 3-7, and 32, third 
paragraph. Similar to other COLD related diseases, cystic fibroses is know to be 
related to excess serine protease activities. 

Rasche et ai provide one of ordinary skill in the art with motivation and 
expectation of success to develop a method for treatment of a COPD such as in the 
case of chronic obstructive bronchitis using composition of Kunitz-type inhibitor. Fritz et 
ai motivate one of ordinary skill in the art to use human proteins having low molecular 
weigh such as bikunin. Delaria et a/, provide one of ordinary skill in the art with 
motivation to use the human placental bikunin expressed in mammalian cells in the 
pharmaceutical composition as they teach a water- soluble glycosylated human bikunin . 
The ordinary skill in the art would have been further motivated to use a glycosylated 
human protein to avoid the development of immune reaction, in particular, in situation 
where chronic treatment is required such as in COLD related diseases. Thus, it would 
have been obvious to one of ordinary skill in the art at the time of invention to formulate 
the glycosylated human protein of SEQ ID NO: 52 taught by Delaria et a/, in a 
pharmaceutical composition by well known methods in the art such as those taught by 
Fritz et a/.; and use the composition in a method to treat a COPD condition taught by 
Rasche et ai (claims 1-3, 14, 16, 19-21, and 29). Also, it would have been further 
obvious to treat cystic fibroses, a COLD disease with said composition, which is taught 
by '233 patent document (claim 30). It should be noted that one of ordinary skill in the 
art would have been able to prepared several aersolizable compositions such as dry 
powder, suspensions, or solutions of SEQ ID NO: 52 and use them for the treatment of 
indicated conditions by the administration of the composition directly to the lungs air 
ways taught by Rasche et ai (claims 4-10, and 22-28), see for example Fritz et ai, from 
last paragraph of column 4 through to line 48 of column 6. Also, it should be noted all 
the cystine residues cited in claim 18 are found in SEQ ID NO: 52, and therefore, the 
protein is expected to form the requisite disulfide bonds (claims 17 and 18). Thus, the 
claimed invention was within the ordinary skill in the art to make and use at the time was 
made and was as a whole, clearly prima facie obvious. 

In response to the above rejection, applicants argue that the combinations of the 
references are improper becuase: (a) the prior art must contain all the limitation of the 
claims, (b) the examiner applies the benefit of hindsight sight, and (c) ARAD is not 
COLD. 

Applicants' arguments filed 10/3/05 have been fully considered, but they are 
found unpersuasive. Thirty years ago, Rasche et ai have used commercial preparation 
of aprotinin, a well-known Kunitz serine protease inhibitor from beef, named TRASYLOL 
for the treatment of chronic obstructive bronchitis (COLD), a chronic obstructive lung 
disease. They reported that the inhalation treatment produced an impressive drop in 
the avarage airway resistance, see page of the translated document filed 1/9/03 at page 
8, second paragraph. The difference between the teachings of Rasche et ai and the 
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claimed invention is the source of the protein used in the treatment and its structure. 
The prior art provide teaching and motivation to one of ordinary skill in the art to use 
fragments of the human bikunin corresponding to one of the two Kunitz domains in 
glycosylated form, see Delaria et al. and Fritz et al. Thus, the prior art provide the 
motivation, the expectation of success, and the teaching of how to make the 
composition and its use for the treatment COLD. 

In response to applicant's argument that the examiner's conclusion of 
obviousness is based upon improper hindsight reasoning, it must be recognized that 
any judgment on obviousness is in a sense necessarily a reconstruction based upon 
hindsight reasoning. But so long as it takes into account only knowledge which was 
within the level of ordinary skill at the time the claimed invention was made, and does 
not include knowledge gleaned only from the applicant's disclosure, such a 
reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 170 USPQ 209 (CCPA 
1971). 

Although the examiner agrees that ARAD is not COLD, the claims remain clearly 
prima facie obvious becuase the cited prior art itself teach the treatment of COLD using 
Kunitz-type serine protease inhibitor for the treatment of COLD, see in particular the 
title, and abstract of Rasche et al. and Fritz et al., column 1 , line 31 . 

No claim is allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nashaat T. Nashed, Ph. D. whose telephone number is 
571-272-0934. The examiner can normally be reached on MTWTF. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Kathleen M. Kerr can be reached on 571-272-0931. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




Nashaat T. Nashed, Ph. D. 
Primary Examiner 



